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-^«#Jft Aik«#^l£ 14. 3 

10 A£«* (hGH) 191 ^#l*it&W4#J&, fe^W^Ntl*/- 

HGH tt±£M&#*&Ate*fc&-fe. g&^&m'f # 

(Clemmons, D. R. , et al. , J. Clin. Invest. 106, 361-367 (1981); Gause, 
15 I., et al., Endocrinology 112, 1559-66 (1983)), ^ j££f^ifflJ5fe + 

jat^^: (Murphy, L. J., et al. , Endocrinology 113, 750-57 (1983); Nixon, 
T. and Green, H. J. Cell. Physiol. 115, 291-96 (1983)), 

(Eden, S. , et al. , Endocrinology 112, 1127-29 (1983); 
Madsen, K. , et al. , Nature 304, 545-47 (1983) ) . 
20 7 /L#£.-fc#*£#, #|&EGF, # & &j&^*-2. 

^ ^ ^St 7X -fti %- # $ & (Tsushima, T. , at al. , Biochem. J. 187, 479- 
92 (1980)), 3&&%.fc$lfr3~2;g}%i 108-112KD. IMt^J GH ft&(#$r#: 

It) WifflJ&M (M) W gh ##±Elir-*tt 

25 5E*^J^o 

A 6 f^4-fet*-^4-fet**IA#*Hi ( David 
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W.Leung, Steven A.Spencer, Nature Vol. 330 (1 0) : 537-543, (1987) ) . 

^&mi&)i$frffi&$L,&BmkB*™A+{£i Ecv304 «#aPS+#J Ecv304 
MjfaWMB* IEf 1024NC, Fibroblast, @ 1024NT, 

fc ^-fe@f-^J^[, 1013HT, f c 0^*1 > 1013HC, 

@ih-#^t-&Hr^H^ 0 *JMIM^^Aik«*^#Li4. 3. 

10 *t--jLf|*lt.^X##-J|itJ&itmWA4-feat*3tfr 14.3 5-6, #^J&^ 

$rA£«*:ftfr 14.3 



15 jMft^?f 

;Mt#tt-*Btt&*Mft^fctt#tt£Jfc Aik«#:ffr 14.3 

W**#^«^A^-fc«*3t#- 14. 3 ft£##*fcftg 

20 

*^0^^^-^@^^##^%II^A^-fem*^fr 14. 3 ftjMWUft* 

*AWWi5-^efl<f**#^A^-K:*#5tfr 14. 3 W^rjt. 

A£-fe**5Hfc 14.3 ^ 

25 

^WWiS-^BWA^T^xt+iltW^lt A*k«*:ftfr 14.3 ft 

mXi^^j, #^M'J, MfiK 

*ifeWWi5-^eWft*#*»f^^A4-fei:*5t#. 14.3 #$^ft& 
^ ft & o 

30 *j£$^Jt-#^&ft#J&, ^#MA«^, fc^: ^ SEQ ID No. 2 

JfcSiJWSEQ ID NO: 2 fL^g^ ?'J ft # Jfe. 
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(a) ^^^^SEQ ID No. 2&;£gU^J Jftft 

(b) (a) 

(c) J? (a)j& (b) ^#^#^^J^^S^70%^|fI'|i^#^#^ o 

i^#^#^^^^^^ilTli^-#: (a)^r* SEQ ID NO: 1 + 
177-569 -fi#jj?^l|; ifc (b) ^ SEQ ID NO: 1 t 1-2012 ^^^^J. 

&%fettiik&to&ljjfk, &&&%\M*&Wto£Jlk. ^$tm$E%&MiM&%i 
«B^^-^MtiJ^A4if#l:#: 14.3 

»j * #p « *i k jt « * -b^r* * w 

&^$ft&te&^}j£*telii^Aik*i^3Hfc 14.3 #r3l&«« 

mm, ai- #j&«&ii^j«>m« 
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iik, Ttti^ A#A#^ Mtt#^jft#6Jfc;fc#M"ft&^:i£tt3r 

15 $l£fa£fc^^Adk*&*#fla4. 3ft^?-. 

3« *riM^«6 Jt> #^^^%^^i»r*^-5r^^A^^^*^#:i4. 3 

25 «A^««fr 14.3 ^#^'ftm^i#»«Jit^^#— W±f. Aik 
-fe*#5fc# 14. 3 ^fltft&aWB A****!^*?. 

#$#^A$^t^ fclfr, ##1 "C-T-G-A" hF^S^J^J "G-A-C-T" 
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&®£&®fflM^m.Q&rfe'&&Bt&i&®&<*T&ft£& (Southern^ 
i^^Northernfp^F# ) A^Ji M M ^ft #1 s£ $ £IHt ~*\ % M % 

( Lasergene software package, DNASTAR, Inc. , Madison Wis. ) . MEGALIGN 
n^T-n &#&frCluster&|&&i^#jfc#fl'#7!| (Higgins, D. G. 
10 P.M. Sharp (1988) Gene 7 3: 237-244) . Cluster at^rii^ % ffi^ilfsl $J 

ftft&i&ftnwn&iik. m^&^&ftmvft 

n kpft H B£. n '|i W itit T ^ if # : 



# #1 A J? ft n Bi: |ej E5 f£ $j 



15 



x 100 



ft n m ^mi -ft n a t n n & - # b t n rs 



Z.M$lfaffi&'Wfr!¥ (Hein J., (1990) Methods in emzuraology 183: 625-645) . 

20 " # ^ t4 " & # a * &ft n in &nrt\brtft&i£9.&&&ft&$iftn& 

25 "ZLX" &&%ftfc%»M&MAftp}S.ftft&##.ft?). K B~X^ n 

30 "#ttt" Pa, F(ab') 2 ^Fv, &Ufe## 
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&*XffrM, "^ftttAifc-fe»*£# 14.3" &#A£*##£fr 14.3 
Afttt^#>^**6ilf^tt7|t^A^-fe**5t* 14.3. A*Ji«#« 

15 *a**W**l»#JftJift/ t 4#-W± , !r. A£««#^ 14. 3 # jftft£fe& 
*jM»T-#«#J& A£***£fcl4.3, £**-h£&SEQ ID 

*ts|^iA4il*^ 14.3 til^ltt. *p*&S* 

0f/fl, Tit if , *P "HW A#**-t##*jfe?IIttA£ 

25 -^/t*^#: 14.3 #Ett£4fr*#ft#&&tt£Jft. *jft$£jfttttt&* ^£ 

( II) £ + -- / M&£ > Mfc* 

tMl^Mffl«tIfflH^if^I; jfe# (III) * 
30 + /&^#lt^-*Ml^#/ (&&&*#&**$ fttt<^4fr, I^pH^*) 
ifc^; (iv) £*Mfrto1A&*ftrtllk4'&ft1&£tkm&fttb 
Pfk^n (**^M*^»J^I»l*ffi**ftjlb#«tW^^**6*^5ll) at 
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*j£$$Mft7^&ft$$. , SEQ ID N0:2 & 

*ft##lft#Jftft#$#fc&$. ^^ft^*^*!]^ SEQ ID N0:1 ft 

*£$ft#$##^AAJteM&ft cDNA ^t^ft. 
^ft#$#ll#?l]<^^ 2012 *?f$Ci**I 177-569 H*$7 37 ^« 

&#A£-fcSK*£# 14. 3 *^A^-fe**5t*#^ft^t. 

*Jt$ft#^#gt-*T^ft DNA ^3&A RNA DNA cDNA> ^ 

DNA ^AX^^ DNA 0 DNA pf IM * ft ft . DNA 

H^^^^Jfeftll^E^^Pri^^ SEQ ID N0:1 Jft & ft & ft 

*J*^rt#Att#ft*#fr. *p«:«Jfl, "ffi#ft£##" + £ 

SEQ ID NO: 2 ftg-&,t$#Jft, SEQ ID NO: 1 /Jf ^ ft E # 

H^SEQ ID NO: 2 ft/fcjfc#Jftft£&#&'fe&: K « « j&ftlW/f^ ; 
J^^#J^ft^^^^^^Pff^H^^^; J#&£fltft4ft*$#*l (sfPte&ftffl- 

*/**lft#JJbft£fltfttt*r, jfc#£#*ft*JHMT&US:* 
&Jfc£ft$te*#fta#*&jfe£ft*#ft. 

ft & pTl^-^^#^^#^ft^, ^I#A, fe^A^Jf 

Ji?fc£#4Mft#0tft:5&fc. 

^JM^A-^ i^Ji#r«ft;f^J^£ft#^#fil ( PM^*tfli:ra**m 

> 50%, ftat** 7oxft#Rtt) . *ifcw#JRi^A^r#-*#T^*ifcW^f 
^#*#*-q-**ft#tt#*. + , (D^ft-te 

&^@&^&it&&jETft&£#'#;$., #P 0. 2xSSC, 0. 1%SDS,60°C; j£ (2)i££ 
ttipM$t&M, 50%(v/v) if gfej&, 0. 1%/jN^iLyf/O. l%Ficoll, 42°C#; j£ (3) 
^M^^^^Nft^leltiS^^ 95%&_h,£.#;£ 97%^_hN-^^:^.^^. # 
JeL, ^*£ft#«ltll^ft#$v-% SEQ ID NO: 2 /ft* ft Jtfc & # #t##l E ft 
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&#&"ft*££^ 10 20-30 -f-^Sfc. 

50-60 ^M£#H, 100 ^##&&_h. ^ft^a-ifa^f-^ft^^" 

5 «p pcr) i^^/j&^M^A£4£«^ 14. 3 ft#^#^. 

*ifeWW«I^A4-fe**5tfr 14.3 
D^IM^HM^ cDNA ±^^^l^#rHil?l7f^#^#^^, p 2)^3kX 

* k m & dna it b.% n 4 im t n * & : n >a* h m dna dna 

iL«Wft#&+, ^ v ^*IStL DNA *^ f Jf|. DNA tt±ft<fc#^J* 
^Ifll^il. j£^«Mft^&^cDNA^iJft^$. :fr*tf#*ttcDNA 
15 %fo>fc%&&)k1%&&®&Wto®fri®fafr$ mRNA #3£*t3£#*. ^J*jK&3£ 
«&ft#. cDNA mRNA fty^& hkM± 

(Qiagene) . cDNA £J£ Hfe&ail f ft # & (Sambrook, et al. , 

Molecular Cloning, A Laboratory Manual, Cold Spring Harbor Laboratory. New 
York, 1989) . W Jil&J&ft cDNA iv Clontech cDNA 

^#*^T*AtiL* cDNA ^ + ft*®. 
PR-f): (DDNA-DNA M DNA-RNA (2) #,t>*0^ ft ft iU (3)*B|& 

A4i-fc»^fr 14 - 3 #/#**ft*K-¥-; (4)iti±^^^^A^I! | J^^#f r 

I, 10>Ma#B*, 30 ^^S^50^# 

A, 100^&#|1. jfefls «tft-M«£ 2000 >h&#*:trt, 

ftMJift^^ft DNA #?J. ^^ft*@^^*^a^MWffi#«i#. 
30 DNA^4tft#i&pTjH^#'li^I^*, ^7fe*^S|(^P^t4#^^)#» 

£t(4)^&+, *r*JA4-fc**5t* 14.3 iE^ft^/^^^ 

&#&7|t& Western ^lt^«^^ 5 B|$&Mrt& (EL ISA) 
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JaE ffl PCR & it % DNA/RNA ft 7J & (Saiki, et al. Science 
1985; 230: 1 350-1 354) -f #J5l] Jkfo&JkX&'tftM 

^ft cDNA flf, pT-fi^ftjfl RACE $k (RACE - cDNA ffi "f PCR 

5 ^^tiL^^^mii^JKlfe^^^^^rit^ DNA/RNA >t&o 

*»JiJ?f^#S|W*ifc«W*H, DNA ttft*^*****!"^ 

t$L^^PKE*WlH£ (Sanger et al. PNAS, 1977, 74: 5463-5467) Mfe. 

*^#^tJ^#^^lt^ cDNAJf^ll, ft cDNA 

10 #yJ. 

JD A^k-fclM^'fr 14. 3 ^#?J££@xa;*£ttW±&lfe, 

+ , «*5A£-fc***# 14. 3 ^#^#^^>J *T#A5!l*#+, K 

15 MM*iWM^ftftltM. Ait if 

-f T7 ^#^ft*3£$#. (Rosenberg, et al. Gene, 1987, 56:125); ^flL^ 
^ffljffe + ^ti^ pMSXND^^^# (Lee and Nathans, JBioChem. 263:3521,1988) 

20 p&&&Mm*&&ft&MTftyi$l%ftMfa. K*fe£tf±#rtJHH 
*«^Wtt*AA»^W^^tt^i 1 ^l(E^4ft^A^*:**5t#. 14.3 #j 

DNA frP\fr£&ft#&/mftW&7b1frft&Zkibfa. &*#&'&&'fMh;£& DNA 
25 t^, DNA<£-$&A* ^L#:A# (Sambroook, et al. Molecular Cloning, 

a Laboratory Manual, cold Spring Harbor Laboratory. New York, 1989) „ 
Jft&ft DMfrn 1$ ft ^fe^^X, mRNA^$. 

AMfrf ^ lac^ trp^^^; X PL ^ 

CMV ilgp^^l^^^, HSV $J#*»^iK 
30 * SV40 LTRs ^P*^-* &£p ft fa 
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tt#3MMU#®. %m^-&mk&ik&iM&ftM®3-, m.t -KM lonj 300 -f- 

-#J^J 100 i!] 270 >Nfe4Mft SV40 if?I^, &£#J & ft # * *t 

10 + > ^*5A£-k&*£# 14. 3 tt#&#Sfc&^fr-££&#&&£& 

$#^$H-fcj£#-^A^±&iflfe, 15(^^t#^f^tit^^*Sxf 
tt^±£njj&. Ai£ ^±^|fe" &JS#&i|fe, ^P^ffl#T^JJ!fe; &&te#*&&lfe> 

15 flfeftj^ S2 3& Sf 9; ik^mmiP CHO, COS j£ Bowes . 

^Jt^^ DNA %nM&^Bfl£. DNA ^?'J^ttL^fr#^^±lffl|fepr 

^*4i^^m^^p. ^r#^#^A^ M g ci 2o «fi^, #«^M&3?«;>f 

fffl^Ai-feft*^ 14. 3(Science, 1984; 224: 1431). — &jMf.#&T# 
25 (1). Jf|*j£^M^A A£«*^* 14.3 tt####0fe$#flO, M 

(2).^^^jJ##*t^#^±lfflJ!fe; 

O). A*#^3fi^aifet^*> £M«6Jt. 
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&#3* (3) +, nam ft* 

10 #£$j;£Jt$&ffl. 

#f#ffl. Hfeflfr, 2-I1II, 3-PMA+^]Ecv304^«, 4-LPS+^Bcv304|ffl 

Jlfe«fl|, 5-IEt^^^^lfel024NC> 6-Fibroblast, ^@^J^» 1024NT, 7- 
15 ^^fc^-feg^J^, 1013HT\ 8-^^fc7kjH^H^J^, 1013HC, 9-J$JBfe 
$3t*&J9&EJ, 13-««#> 15- 

ffl2^ftftA£*&*&fla4. 3^IWftttt*tffl (SDS-PAGE) . 
14. 3kDa##6im^*. t*J9f^^WHJW*6*t. 

20 

#,£-#*P Sambrook#A, S:: « (New York: Cold 

25 Spring Harbor Laboratory Press, 1989) ^ J^^-Ms ^tlll^rtM 

1: A£««frl4. 3#Jj£ir 
^M# 1 M/^/t ) #-#^«A^|ii»^RNA„ jHQuik mRNA Isolation Kit 
(Qiegene J^&RNAt^&Poly (A) mRNA„ 2ug poly(A) mRNA^i&##: 

30 ^/fccDNA. ^ Smart cdMjt&i&Mlki ft £ Clontech )#cDNA>}-^|^#APjpBSK (+) 
^(Clontech^^fi.)^^^:^^^, #ftDH5 a , £Bflr$$cDNAjU£. ^Dye 
terminate cycle reaction sequencing kit (Perkin-Elmer^ ^| & ) ^PABI 377 
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##1-^ B*^^*DNAjf (Genebank) £Hftk&, ^$L%^ -^KJk 

0258b07 Ml cDNAJ^ #| % tf MjDNA. of 3±^$, - ^ ?>J 31 # ^ ir^f^^J # AcDNAtf" ®L 
$£jfKfaMI%.* gfc&W, 0258b07^ir^^^-fecDNA^j2012bp (ivSeq. ID NO: 1 
5 f)j^) , ;A^177bpS569bp^-^393bp^^^HI^4!i^ ( ORF ) , H*&->Mfttt£- 
(^PSeq ID N0:2#f^) . &ft\fttikjLtibfr£ 3/pBS-0258b07, 

10 ^JfeJfe^lfe^RNA^^, &oligo-dT^5|&^i£#^&J&^$cDNA, jf] 

Primerl: 5'- GGAAACAATAGGACGGAAACGCCG -3' (SEQ ID NO: 3) 
Primer2: 5'- TCATTGAAAATGTTTATTAATTTT -3' (SEQ ID NO: 4) 
Primerl THi^SEQ ID NO: 1^5'$lH/$lbp^ftIEft#?!l; 
15 Primer2^SEQ ID NO: 1$ + ^3'^|^^^1. 

^#&&tt&#: ^50 ju l^J&#^ + ^50mmol/L KC1, lOmmol/L Tris- 
Cl, (pH8. 5),1. 5mmol/L MgCl 2 , 200 n mol/L dNTP, 10pmol^|#f, lU^Taq DNAH^®| 
(Clontech^^ft) . ^EPE9600^DNA^#5f (Perkin-Elmer^^J) _M£T#l£-# 
BL$L25^M%1: 94°C 30sec; 55°C 30sec; 72°C 2min. ^RT-PCRI*^ (3 -actin 

20 *PH*tX!fKR3fp**e6*BH4^J!R. rJf/^JflQiAGEN^ tttf*|*:*l54b, #1ta£ 

M^J^#iiJpCR^fr± (Invitrogen^fl^ft ) . DMfrP\frtf;%%&W?CK}* 
#?^DNAjf ^iJ-^SEQ ID NO:l#r^ftl-2012bp^£-#E. 

^^!|3: Northern &? A£-£$[#ftfrl4. 3*0 &*j|H*: 
25 JfJ-#&#3R&RNA[Anal. Biochera 1987, 162,156-159], ilC&^MMt, 

ftj»L*59-H.##fe. RPffl4M#*#,ftjm-25mM^#ft#, 0. 2M^g^ ( pH4. 0 ) xt 
fifc*Mf^&, ^XlfiHW^#^l/5^Wil^-#A# (49: 1), 

RNAK&J0 70% "fflkftfeTM. ^|20 ju g RNA, fe&2 OmM 3- ( N-«9 ) 

30 P3*jt^. (pH7. 0) -5mM^^#I-lraM EDTA-2. 2M<f j&gfrl. 2X3$J$$ MtJuftfi 1 

^##m«SSfe^*MJi. J!a- 32 P dATPit3iM^l5l#/^f'J# 32 P-#ia^DNA^ 
#. 0fJB WDNA#4h* ffllM^WPCR^Jt WA4-fc**5t*14. (177bp 
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S569bp) 0 #32P-#i£^$Hf ( m x 10 6 cpm/ral ) # 7 RNA M g^f IfL #|JWt 
— 5£&*^42 0 C&&3±&, ^E*^^50S¥ ttJK-25mM KH 2 P0 4 ( pH7. 4 ) -5 x SSC-5 
xDenhardt'sj#^200 ug/inl|£3|fDNA o &&£Jf» #i#|t£l x SSC-0. 1%SDS+ "f 
55°C&30min. ^Phosphor Imager^f 

5 

«SEQ ID NO:l*Pffll0r^tt$fe*IBJ*#l> iB if 31 4fc , # 

Priraer3: 5'-CATGCTAGCATGAGCCCAGCCTTCAGGGCCATG-3' ( Seq ID No: 5 ) 
10 Primer4: 5'-CATGGATCCTTACCAGGGATTGAAAACTGAGGG-3' ( Seq ID No: 6 ) 

jihM-^^l#f^5'^^iJ^NdeI^BamHIB|^^^, &fcfrffl%l 13 6^^l@5'jj& 
#3':$ ft NdeI$3BaraHI^^,^4ll^I-^*3i.fci^M^pET-28b(+) (Novagen 

^f^ft, Cat.No. 69865. 3) Jitt&#te ft M}-#<£"fc @ ft*0ftpBS- 

0258b07Jt*t^^. ^PCR&#. PCR&J&^fr^: &#$50 u l + ^pBS-0258b07 
15 JPt$llOpg> 51 #yPrimer-3^PPrimer-4^-^J lOpmol > Advantage polymerase Mix 
(Clontech^j^fp ) 1 n 1 . 94°C 20s, 60°C 30s, 68°C 2 min, &2S^- 

^Ndel^BamHI^J^r^^J^ 
■Si, ^^T4at^^it#o ^^#/#^^lt,^^AMfr^I^DH5a,^^**- 
(^«30jag/ml) ^LB«i##3i«, Jf| t ^PCR^&#:&rt 3»> #&*T 
20 « . ^^^jE^^PB'ft^lir ( P ET-0258b07) fU-k^Wt Mfc&ft AM} 
#^BL21(DE3)plySs (Novagen^ i^&K &'&Hc3|3£jft ( ^&&30 ju g/ml ) $JLB 
$t#J##^, #±fBL21 ( P ET-0258b07 ) &37°CJ##£;tf$ik-fc$ , ijPXIPTG 
S^Mlmmol/L, ^^#5/Jn0i)-o &&^&8dSr, &»fcifc&Ji$fr, 

Jflt&-^6>Ml&$( 6His-Tag)l£^ft^Ji#H±His.Bind Quick Cartridge( Novagen 
25 ^j**) 3tfr;Mr, #flJ7^«@ft^&A£«**#a4.3. £SDS-PAGEfc 
£14. 3kDa&#SiJ-- (®2) . ##&#&#mPVDFJi£_Ufl Edams* 
^^^N-^t,*^^J^#, ^*N-jftl5^^ft^SBQ ID N0:2#f^N-2&15 

ft o 

NH2-Me t -Se r-P r o-A 1 a-Phe-Ar g-A 1 a-Me t-As p-Va 1 -G 1 u-Pr o-Ar g-A 1 a-Ly s -C00H 



13 



WO 02/26796 



PCT/CNOl/01146 



(SBQ ID N0:7K ft&£fofr&\J$M&&£lfr*Mf1t 

JUL: Avrameas,et al. Immunochemistry, 1969; 6: 43, ffl 4mg±3^iiL^S-6 # 
&&iL$t»f JH^^A-SepharoseA^PHti^^^iiytt^^^IgG. 

««!l^g^^/A*^l^^#^#^ SEQ ID NO: 1 +«it}^^W* 

&Wni&&nm&]P&&Wt%n> $&)&&$L3r Southern tp 
Northern ^afcSMfc fttfl# |Sj£&#t 

Afc^^JfcWtt^*** SEQ ID NO: 1 

#^^^-%«^^/#^» SEQ ID NO: 1 $ ^£#^«f tJt&o 

SEQ ID NO: 1 + ^#»#^M"^#^^«t, M 
1, «f*'M£«ffl3/ 18-50 
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2, GC^*^J 30%-70»/S, &3£jim 

&&^#J^&3MS#?JEJ* (Bp SEQ ID NO: 1) *P&*fe B*Pft£0&##I.S.£ 

m\ 1 (probel), JH-f-#-Jfc#MN % SEQ ID NO: 1 ttj&®fr8L%£rm 
10 ^^S#(41Nt): 

5 '-TG AGCCCAGCCTTC AGGGCCATGGATGTGG AGCCCCGCGCC- 3' (SEQ ID NO: 8 ) 

2 (probe2), ^^|||£4f, SEQ ID NO: 1 6^*0 

*£#>m^#»«^<l (41Nt): 

5'-TGAGCCCAGCCTTCAGGGCCCTGGATGTGGAGCCCCGCGCC-3' ( SEQ ID NO: 9 ) 

M: DNA PROBES G. H. Keller; M. M. Manak; Stockton Press, 1989 (USA) U&JLIfrffi 
!^ V ^»»^««P ****** ( 1998 ^-^) 

20 1, /Afr#l£^$iL^t#^DNA 

(pbs) ^^m«fo ^^TJ^^TJ^il^^h^o &f£ t r , J&##&2iffi#3. 2) 

lOOOg 10 ^#0 3) (0. 25mol/L 25mmol/L 

Tris-HCl,pH7. 5; 25mmol/LnaCl; 25mmol/L MgCl 2 ) jk&Vtfji ( lOml/g). 4) 
25 & 4°C^*,#^^#^^^^i8:3&, 5) lOOOg 10 

^ v #. 6) jfim^^iifeK,^ (# o.ig &®imw&fr i-5mi), #ix iooog 10 

7) ffi9MMfc»l I &**%& (# O.lg 1ml), &£&BOFtt 

2, DNA^»#*& 

30 ^-5(1: 1) M l-10ral ^ PBS lOOOg ^ 10 2) J^&flfe'l&fcjfc 

£*$£$l.&ft&flfe ( 1 x 10 s ^|fe/ml ) &>>&Jfl lOOul tt^tito 3 ) jjP SDS 

i% # sds j[#iPX0iji5ijiK^ , t , > «>ri^M 
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x^mikm^mm, ^-^^##>io 7 mmrtWMrm. 4) 

fr3r&m K S^tt 200ug/ml o 5 ) 50°C #2&j*Jt 1 ^U-Mfc^ 37°C &2g:«iti£. 
6)^!##:^»: #$S?(25: 24: 1 ) tft/fc 10^ 

5 (24: 1) ^ 10 9) DNA ^*##S*f^. ^ 

jf^f DNA &£M*tfPZ 1 #$t$fe. 

1 ) # 1/10 flMft 2mol/L f»#l^< 2 #F#.$J£ 100XZ, flfc&pgij DNA Mt , 

£-20°c$cS i ^N-^Stt. 2) io 3) 4M<i?&iH#teiaiZi#. 

10 4 ) ^ 70%^£l| 500ul gfeSfrKSfc. ^ 5 5 ) ^>^ V A^^} tB Z.fl£. /fl 500ul 

S^-fit 10-15 l^*W£»l#jt. &#*3NfcKifc*££--T 

it, llttfW. 7) l^^^TE^^t^DNAK^. fe«^W^^7i 
WI»TE, &^£DNAfo*H£&, # l-5*10 6 ;M#r#M7^ 

15 >lul. 

B*T# 8-13 #fHX^&»*^lfeltf , ^'J »Ti#*fT^ 14 
8 ) # RNA @| A DNA Mt. £WJ^ lOOug/ml, 37°C 30 9 ) >A 

SDS 5fP&-&B$ K, 0.5%^P lOOug/ml. 37°C 30 10)Jf]##: 

fUfr: JMH (25: 24: 1 ) &^10^#. llM^#j±} 

20 ffl^Wtfii: ###(24: 1 ) W^10^#. 12)/]m^M 

*M@, & 1/10 flMft 2mol/L f£$4fc^P 2. 5 ?ft^£-20°C 1 ^Itf. 13) 

^ 70%^^ 100%Z,m$t%%$i, £Vf&. ttlWf 3-6 jMfL 14) 

$PJ£ A 260 ^ A 280 I^MI DNA 15 ) ^£^#&f-20°C. 

25 1) 114x2 #4m*MMtllt (NCjR), ^#««_L^»Hi^#^ 

3) tf^t 0. Imol/LNaOH, 1. 5mol/LNaCl Mi&Ji 5 ( tff& ), Bj^4 
30 -?*jP|% 0. 5mol/L Tris-HCl ( pH7. 0 ), 3mol/LNaCl 6*J#t£K;± 5 ( jSf^t )» H£ 

4) ^i^f^ft;+, 60-80°C^$^M2/jNftj- o 
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1 ) 3 m lProbe ( 0. 1OD/10 ja 1 ), MX 2 ja IKinase ^*f*$., 8-10 uCi y- 32 P-dATP+2U 
Kinase, 20 ja 1. 

2 ) 37 °C ^jfi 2 /Jspj-. 

5 3) > l/5ftftft&SH£#jF#J (BPB). 

4 ) it Sephadex G-50 ft. 

5 ) g% 32 P-Probe jliUWiRif-^ ( Pfjll Monitor MJ ). 

6) 5j|/f , 10-15 <g. 

7) JBfcfrW&ftJ&^Ete** 

10 8)^^-^r^^^gp^^tff^^ 32 P-Probe (^-^^j#%- 32 P-dATP) 0 

##IlfII4ff ijPA 3-10mg (lOxDenhardt-s; 6xSSC, 0. lmg/ml 

CT DNA DNA). ), £t^Pj£, 68°C 2 ^ &)■„ 

tilt: 
1) flfcfcB 

2 ) 2xSSC, 0. 1%SDS "4* , 40°C jjfe 15 ^# ( 2 #C ). 
20 3 ) 0. IxSSC, 0. 1%SDS + , 40°C 15 ^# ( 2 & ). 

4)0. IxSSC, 0. 1KSDS+, 55°C $g 30 ^# (2 & ), :ty&Bj(i\ 

1) ^tai&**^#i*. 
25 2)2xSSC, 0. l%SDSt, 37°C & 15 ( 2 & ). 

3)0. IxSSC, 0. 1%SDS + , 37°C Jjfe 15 ^# (2 & ). 
4 ) 0. IxSSC, 0. 1%SDS ^ , 40°C 15 t># ( 2 & ), !t 

30 -70°c, x-3fe|lf (Hit N-NM*^»#t4^IIM^:)o 
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5 S£jJfc#!| 7 DNA Microarray 

A@&#3«@#^ (DNA Microarray) £ @ ® &&&£*P;MW'& 

M + Ei^^^ftit, HT#f^I^ DeRisi, J. L. , Lyer, V. &Brown, P. 0. 
(1997) Science278, 680-686. Ixt Helle, R. A. , Schema, M. , Chai, A. , Shalom, D. , 
(1997) PNAS 94: 2150-2155. 
15 ( - ) 

%-$^mtf}4t-k cdna #it 4000 DNA, & + 

#^fi^'j« pcr nfc^rJt, ftft^ftrJt^^^^^Aiwsii 

500ng/ul JH Cartesian 7500 g II IS Cartesian ^^1) Ai""^^ 

M_h, £J£&4l|S!jftJe*# 280 nm. #,^#^^*>t^f7^, I 1 *, ii^b 

1. ^7l« + 7X^4/jNfhl-; 

2. 0. 2%SDS yjfe^ 1 

3. ddH 2 0$Q«&, 
25 4. NaBH^paj 5&#; 

5. 95°C 7K4 1 2 

6. 0. 2%SDS»l;fr#; 

7. ddHjO^jfeW^; 

8. SfciS 25°C##-f-lfc&fc-^. 
30 ( — ) #4t#i& 

mRNA, Oligotex mRNA Midi Kit(J$£ QiaGen^ff])^ mRNA, it3tR# 
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^^#J $-Wyti£M Cy3dUTP(5-Amino-propargyl-2'-deoxyuridine 5>-triphate 
coupled to Cy3 fluorescent dye, #^ |=| Araersham Phamacia Biotech 
A#^^liR#J mRNA, M^t^t^M Cy5dUTP(5-Amino-propargyl-2'-deoxyuridine 
5'-triphate coupled to Cy5 fluorescent dye, Amersham Phamacia Biotech 

5 ^^)#i&#Li^#^iiR (^itPVMmm^) mRNA, & 

Schena, M. , Shalon, D. , Heller, R. (1996) Proc. Nat 1. Acad. Sci. USA. Vol. 93: 10614- 
10619. Schena,M. , Shalon, Dari. , Davis, R. W. (1995) Science. 270. (20) : 467-480. 
(E) 

10 & U±ffift&&tt&$r-%-&fr-&& UniHyb™ Hybridization 

Solution (J% | TeleChem ^) ^7& + s£fr^ 16 ^Etf, S/M$;i|r$C U* 
SSC, 0. 2%SDS ) fo&feM ScanArray 3000 £#R. (l^ifMHI General Scanning ^ 
1*1 ) *£4t##, Imagene (MS Biodiscovery ^ ) ^f#:# 

^T«, #tH4M\fctt Cy3/Cy5 fcfc. 

15 K-h#.##&fi*R (*fiiUW*W*mfe#) ^BH^fi^ PMA+^J 

Ecv304£flflMk> LPS+l^Ecv304|gflMWI^ jEf $£f-H&lfl&1024NC, Fibroblast, 
^.-fe®^*, 1024NT, &&&fc£-fc@^J&, 1013HT, ^«fc^cjf! 

1013HC, fII*ftilEL llli Uli, ffFfcftflMfc* 

JW> f^M> £J§&flM&. W^18^Cy3/Cy5th^itl#r^S. (E01) o &® 
20 ^JM^ife#Jft&ttAik***5fc#-i4. 3#A£***#^&#*MHtfL 



25 '|4&j##. 

A£«* (hGH) 191 'MMfcfctttfcte^Jfc, 

JUL ft, Aflat, W*JfF, J&. £*@^it&^&J&j|Uitt 
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ff^/EAt (##hGHii>>/#) , MJKA^ (##-hGHit#) ; 

w&fr®, m^^^ « ; 

3. ft^jMI*- 5 ! 2 -: ^iilt'&flM, 

i4. 3 «m«a^«^^ i4. 3 nm®m^?&% 

t&««#£T, # p lt?L^^lffllfe^*^A^-fe^*^1^ 14. 3 
i£ftA£-fc$jfc#fr 14. 3 ^jg-*^l|#/#^^PiLitik^S#jfI^ife 

A£««* 14.3 ^}M'm«A£««fr 14.3 

&#&###tt#]ttft^4*tt. «#A£-fe**£ft 14. 3 ^A44*r^*f 
+ . &3i^&tt^&xfrA&-fe#*£#- 14. 3 ^*3t#^iira*S#^W»«^ 
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fcMHfcft.. ^ABfrttfr, fc-Hfcfr, Fab Fab 

^jL^Mk^nMAtk^m^fa i4. 3 ( ^p*^ 5 

/M, AE#) ft#&#^J, ##fc#jTUB^*SAlfc&Jfc. 'fetefe^P*^* 

&7|t (Kohler and Milstein. Nature, 1975, 256:495-497), Hjt&A* A B-^ffl 

ebv-#&#&##. #AH^K3fP*A*^^T$E^W*^ 
fofa^ft ftWlHj&AJi; 61 (Morrison et al , PNAS, 1985, 81: 6851) . 
/^iM«M&A(U.S. Pat No.4946778)4^ffii"^/ ic #bA^-fe}t*^fr 14. 3 
ft 

ftA£-fc**#tt 14. 3 ttttfl^Pa^fcftfc&ft* 
+ ftA£-fc&*£ft 14. 3. 

^ Adk-fc&jfc&fr 14. 3 ^^^#-^lt^4^jf!^life!5l^*#ia 5 &A 

M#)^#^^. -^itf M&;l:Jf!tt£$#]#P SPDP, &&tfhfott}^, 

##*^^f-#cfrJi, ft##*tt#-q"ffi-f*XA4-fcit 

14. 3 PH'&Mflfe. 

^wtftttfrTT^^^^rAac^-^Ai-fe**** i4. 3«^«. $ 

*S#J*Wtt*^r^JW*3ftlfl*fA4-feak#5tfr 14. 3 
*ifeW«^A^*^&^*A4-fe**5t# 14. 3 
&is#&&*##/ft&£jft, FISH Hl^^cli^^J^. i5f + MiJ 

^A£«#^ifr 14. 3 ^&;gf£fc#Aifc*#*£#- 14. 3 
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m*q,A£L&m*$.fr i4. 3 ^pm^WL^m^P^feft®®. &m%ir& 

ft^MT%ft&TA.£L-£&%%.tiL 14.3 ^^*at^^t/7Ey§'^*^M^^M 

«^A£«*^fr 14.3, «#«i**1&ttA4***5fc# 14.3 #| 
*p, -^*^^A^***5tfr 14.3 TiT^*#»W* fc* 7 -ft 
A£«t:tfr 14.3, &^T^T#»**^, glJthll 
&%&WiteftMfr^R : ?%ftA.tk*$tL*$Lfr 14.3 jML#»tt#*0r*tt& 

lffl^^##HTjfI-f tt^A*Hsb&*£#. 14. 3 $#$#H##S^!fl& 
l*J. $&$^3§^A£-fe&&£fr 14. 3 ^#^#^^miI^#t^^^^HTJa 

^&^XM(Sambrook,et al.). % ft A fa 14.3 

#$A£k-fc&#£#. 14. 3 mRNA &j M-X RNA DNA) 
*M&&*jfe!)ltt £**-Jfttt4*#te4HMfr& RNA RNA^iS 

##/fl#L«A£*^*--5£*httfc RNA ##&#&J6-£tf#fcft##;H. 

^ RNA #P DNA pfjll RNA j& DNA ^$,&A$t#, ^P®##^Sl 

)&tt#^/ft&^$3IM£#&ft&* ar^jn . RNA ^ *TMI»t£ rna 

DNA DNA ^(J & ^gij RNA J^Sf 

3l*IA4--fe&*5Hfc 14.3 ^#^#gtHTJf!-f ^A£-fc#*&# 14.3 

^«6»HTo £^Aik-fc**5fc#- 14- 3 tt###*Tir/BiHfc*A£Hfc«:*5fc 
#: 14.3 «lM^?*^t^TA^-fet*^ 14.3 

Aik-fc&jft&ft 14. 3 ft DNA ^^■pr^f-^##r#^a L *^^^!)^A^-fe^[# 
ftfr 14. 3 ft*iM£#L. Southern fp^F^, Northern if 

#it «^^#^#^^-^^^pT#^##@^MI^^ (Microarray) 
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M dna &#(X*Mf "*@^>t-" )Jt, H^^ v #il^ + *EI^^^*^#^ 
*@#-i*r. M Ktk&lk^fLfa 14. 3 ##^3l#^f RNA-jfc^j*4t&& (RT-pcr) 

#^r#Hk^te^A£*&#5Hfc 14. 3 ^/#^#o 

#r$!lA£«*^ 14.3 |fe@ft&£4^rtl^A£-fc&3fc^:#- 14.3 

i4. 3 DNA^^i^fc^^**. JH£, *»t^ it^^Wff. >TJfm 

*^^7|t^P Southern E«&> DNA PCR *P]fc#&&#:*!l&£. # *h 

pT^^^S-^^*^, @jtkJH Northern £pi&&, Western £pi£&eTfS]tfe 

15 ffiffi^il, #.#cDNA#J#PCR5l^(^^.15-35bp), ^#^4 ^i^-fe 

#Ui. ^Jt, #ii^5l^Mf-PCR^^^AIfe'fe^W^lfe*^J8fe. K% 
jipa^^j&^^I^^AItHW*^*^^^^^^. 

cDNAi^ . 

#cDNA«ij + #|fe£#*T&;fc# -fi^^(FISH) , TOX£- y h« l + , *t 
^titk^T ffe-fefr/t-fi, Jfc^Tlt^^^, #jALVerma#, Human Chromosomes: a Manual 
25 of Basic Techniques, Pergamon Press, New York (1988) . 

M&$fa£%ko T?T JE, ^ fcl *P , V.Mckusick,Mendelian 

Inheritance in Man ("eTlitiii-fej Johns Hopkins University Welch Medical Library 

30 
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fr*¥*£ft®$tft, iv /Alfe-fe frfr^ *T % #J M * -f cDNAjf ft PGR pf#:$!!| ft & h 



^KWfcMfc, 
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*. m * * * 



1* A£.-fc&£&fcl4.3, &*NiE&^ , &<fe'Mr: SEQIDN0:2 

$##]£%J^ SEQ ID NO: 2 ft 95Jift#M&. 

3, ^WIf>i2M^#ft. *#^E^E-f-*fe^^** SBQ ID N0:2#f^#J#l* 

(a) ^*^* SEQ ID NO: 2 ffi&ft&tiLft&m * ^T^ 

(b) 4?###* (a) £#ft#«H; * 

(c) iMa) $ (b) 70X^Hi4ft#^#*. 

SEQ ID N0:2f^|Mjf^J^|^t| o 

6jptlTO 4 M^^#^#^,*4#^^-f-M^###^^^^J^^* SEQ ID 

N0:1 tf 3 177-569 SEQ ID NO: 1 ^ 1-2012 liLi^Jf . 

7, -^^^^ftfftWtH**, 4-6 tft 

^'J-^^i^lfe: 

(b) MWIJM4-6 tft'ft-^S^^^^ft^^^^^ft^i.^lfe. 
9, -#£#A£*afc#5fc#. 14.3 #&tt#|jttt*|*v$rfc. 

(a) £*&A£-fc**3fc#: 14.3 *#T. *MM**I£* 8 M«fieft* 



(b) ;AJ###/+^^aiA*A^^m*^#i4. 3^^ft#it. 
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#ft##*JAik-fc**3Hfc 14. 3 

12, i*m^& 11 fft&tbft&to, *#4E^^^^SEQ ID NO: ljjff 

13, -fl-^m* ii j^^^a^, mm^^M^n^x 

14, -*Mfc«Jt*tfll*# 1-3 4 1 ^l'i-^'J^*^^#W@^^^^^«^ 

15, 1-3 *Wte-m^&flT&0%k#i&M, 
#=&A£-feltfc*£ft i4.3 ft&ttlgK #ft#J*#*l*l; «JfI^JIt 

16, 4-6 t^ft-WJl 1 *^^^^*^^-^^^^ 

17, *pfc#J3£:ft 1-6 11 +^l'i-WJl : *M^^#^> #^#WH-hlHI/ 

^14. 3#M£^«M#M^. 

18, 1-6 A 11 + WfcH*fl£#0r*&tt#flt. 
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(iii)##]&@:9 
(2)SEQ ID NO: l$Mf &: 

(A) -fc^: 2012bp 

(B) ^f) : 

(C) H'|£: Kit 

(ii)^-f-H^: cDNA 

(xi)#7!j#i£: SEQ ID NO: 1: 

1 GGAAACAATAGGACGGAAACGCCGAGGAACCCGGCTGAGGCGGCAGCAGAGCATCCTGGC 

61 CAGAACAAGCCAAGGAGCCAAGACGAGAGGGACACACGGACAAACAACAGACAGAAGACG 

1 2 1 TACTGGCCGCTGGACTCCGCTGCCTCCCCCATCTCCCCGCCATCTGCGCCCGGAGGATGA 

181 GCCCAGCCTTCAGGGCCATGGATGTGGAGCCCCGCGCCAAAGGCGTCCTTCTGGAGCCCT 

241 TTGTCCACCAGGTCGGGGGGCACTCATGCGTGCTCCGCTTCAATGAGACAACCCTGTGCA 

301 AGCCCCTGGTCCCAAGGGAACATCAGTTCTACGAGACCCTCCCTGCTGAGATGCGCAAAT 

361 TCACTCCCCAGTACAAAGGTAAGTCCCAGCTGCTGGAGGGGTTGCCACACTGGCGAGGAG 

421 ATGTGAGAGATCGTGGCCATGGAAGGCCCTGGCAGCCATCCCTGGAGCCCTCACTCCCTC 

4 8 1 CCACTCTGTGCTTTCCCTCCCTCTCCTCCTTCTCCTCCTCCTGGCCCTCAGCCCAGCATC 

5 4 1 TCACACCCTCAGTTTTCAATCCCTGGTAAGATTGCTCAATTCTGTTTTGTTGTGTGGATT 
601 TGAGTTTGATTTTGGTAGAAGTGTAGTTGTGTTTTATGTTCAGGTGTCTCTTGATCACAG 

6 6 1 TAACCCATAGTCCCCCACTGGGGGGACGGTGGGGGAAGACTTTGGGAGGATTTTACCCAG 

7 2 1 AATACTTGCCGCCTGCTTTTTGTCCTCCAGGAAACCAGAAGCCCGGGTAATTAGGTAGGC 

7 8 1 CGGGGAGCAGCGTTGAGTCAGATGGAATGCAGGAGTGGGAGGCCTGTGCTGATTAGCCCA 

8 4 1 AGCCCTTTGCTGTTACAGAATGTCCCCAAAATTGCTATATGAAAGCAACCCTTCGATTCA 
901 CATATGATAATTTTTTATTTCTTTTTATAATGTATTTTACAGGGGACATCAGCAGCCACC 

9 6 1 AGCATGGTGGGGTCTTTGTTGGGGAGTGGGGGAGTCTTTTGTAAATCAAGTAAG AATCCA 
1021 TTAAAG AAATTAATTTTAAATGTGCATTACCTGGTTACATAAAGG ACTCTAGAACA ACTT 
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1081 AGGTTCTTTTGGGACTGTTGAAACATTGTCTTTAAGGACAGAATGTACTGGGTGCCTTTC 

1141 TCTGTACTCTGAATATGCATGTGTATTGCGGTGGGGATGGGGGAGTTGGGGGCCCTCACT 

1201 TGGTCCTTCTCTGTTGTTTTTTTCCAGGACAAAGCCAAAGGCCCCTTGTTAGCTGGCCAT 

1261 CCCTGCCCCATTTTTTCCCCTGGTCCTTTCCCCTGTGGCCACAGGGAAGTGTGGCCTGAA 

5 1321 TACCCCACCCCGGCTCCTCTGCACCCAGAGCTGGGGGCCACCTCAGAAGTGTCATCTCTC 

1381 TCTGAGCACGCATTCCCCTGCAGCAGTCGAGGACTGAGCAGATTGAGTGATGCTGGGGCA 

1441 GAGAGGCCTGGGAGGAAAGGTGTTCAGCCAGTCGTTTGTAAGGCGCTCGTCGGCACCTGC 

15 01 TGAAACGCCCCCACCTGACAGCCCCATCCTCAAAGACTGTCTTAATTACTCATGGCAGGT 

1561 TCTAGAGACTTAAGGGGAAAAGCTGCTTTCAAGGCCACCACATGTCTGTGCTCCCCAACC 

10 1621 AGCTCTATCTGCCTTGTGTTCATTTTGTTATTTTGTGACGTGAGACTGCAAAGACCAATA 

1681 AAAACATATTTTATAAGAACAAAAGGCCTGGGTGCCTACCCGTGTGGGGGCACTGTGGGA 

1 741 AGCCTTTGCTAGGGTGTCTTGTGCTGTGTGGTTTGTTTTGTTTGCCCCTTTATTTTGCTT 

1801 TGCTTACCCAGTCTTCCCTTACTCTTGGATGCTTCTTAACCCTCAGGCAAACCTGTGTTC 

1861 CCCCTGTATTCAGGCTCTGCTTTAAAGCAAGCCATGAGGCTGTTGGAGTTTCTGTTTAGG 

15 1921 GCATTAAAAATTCCCGCAAACTATAAAGAGCAATGTTTTCAGTCTTTTAGGATTAGAAGA 

1981 ATTACATA AAAATTAATAA ACATTTTCAATGA 



(3)SEQ ID NO: 2&*Ht&: 

(i) ^J$HE: 

20 (A)-fc&: 130^«H 

(B)|M: 

(ii) ^H^: #Jft 
(xi)^^ij^^: SEQ ID NO: 2: 



1 


Met 


Ser 


Pro 


Ala 


Phe 


Arg 


Ala 


Met 


Asp 


Val 


Glu 


Pro 


Arg 


Ala 


Lys 


16 


Gly 


Val 


Leu 


Leu 


Glu 


Pro 


Phe 


Val 


His 


Gin 


Val 


Gly 


Gly 


His 


Ser 


31 


Cys 


Val 


Leu 


Arg 


Phe 


Asn 


Glu 


Thr 


Thr 


Leu 


Cys 


Lys 


Pro 


Leu 


Val 


46 


Pro 


Arg 


Glu 


His 


Gin 


Phe 


Tyr 


Glu 


Thr 


Leu 


Pro 


Ala 


Glu 


Met 


Arg 


61 


Lys 


Phe 


Thr 


Pro 


Gin 


Tyr 


Lys 


Gly 


Lys 


Ser 


Gin 


Leu 


Leu 


Glu 


Gly 


76 


Leu 


Pro 


His 


Trp 


Arg 


Gly 


Asp 


Val 


Arg 


Asp 


Arg 


Gly 


His 


Gly 


Arg 


91 


Pro 


Trp 


Gin 


Pro 


Ser 


Leu 


Glu 


Pro 


Ser 


Leu 


Pro 


Pro 


Thr 


Leu 


Cys 


106 


Phe 


Pro 


Ser 


Leu 


Ser 


Ser 


Phe 


Ser 


Ser 


Ser 


Trp 


Pro 


Ser 


Ala 


Gin 
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121 His Leu Thr Pro Ser Val Phe Asn Pro Trp 



(4) SEQ ID NO: 3&*Ht& 

(B) #^: 

(C) H'|*k: 

(D) «M£#: a 'ft 
(ii)^^-Hi^: 

(xi)^^J#3^: SEQ ID NO: 3: 
GGAAACAATAGGACGGAAACGCCG 

(5) SEQ ID NO: 4 ft^A 

(i) ^J4HiE 

(A) -fe^: 24« 

(B) Ig: « 

(ii) ^J«: 

(xi)##]#3£: SEQ ID NO: 4: 
TCATTGAAAATGTTTATTAATTTT 

(6) SEQ ID NO: 5^f ,| 

(A) -fe^: 33^* 

(B) ii: 

(D)&#^: « 

(ii)^-^H^: 
(xi)##|#3£: SEQ ID NO : 5: 

CATGCTAGCATGAGCCCAGCCTTCAGGGCCATG 3 3 

(7) SEQ ID NO: 6#Mf & 
(i)^J4HE 

(A)-fc£: 33^* 



WO 02/26796 PCT/CNOl/01146 

(B)H^: 

(ii)^^-HM: 
5 (xi)^^'J#3t: SEQ ID NO : 6: 

CATGGATCCTTACCAGGGATTGAAAACTGAGGG 3 3 

(8) SEQ ID NO: 7#ff£&: 

(i) #?J#*E: 
(A)-£j£: 15^^*^ 

10 (B)H^: 

(D)##£#: « 

(ii) ^-f-H^: #lt 
(xi)##J#a£: SEQ ID NO: 7: 

Met-Sei— Pro-Ala-Phe-Arg-Ala-Met-Asp-Val-Glu-Pro-Arg-Ala-Lys 15 
15 (9) SEQ ID NO: 8&tff£& 

(i) ^?i]4HE 

(A) -j^: 41^* 

(B) H^: #H 

(C) Mf4: 

20 (D) « 

(ii) ^JfegL: «« 
(xi)##l#i£: SEQ ID NO : 8: 

TGAGCCCAGCCTTCAGGGCCATGGATGTGGAGCCCCGCGCC 4 1 

(10) SEQ ID NO: 9$Hf& 
25 (1)/**14*4E 

(A) -fe&: 41*UI. 

(B) H^SI: 

(C) M'l^: 

(D) ^#^$J: ati 

30 (ii)^^H^: -SMrtH 

(xi)#?!|$a£: SEQ ID NO : 9: 

TGAGCCCAGCCTTCAGGGCCCTGGATGTGGAGCCCCGCGCC 4 1 
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